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0013831314 BIOSIS NO.; 200200424825 

NADPH-cytochrome P-4 50 reductase in the plasma membrane modulates the 

activation of hypoxia-inducible factor 1 
AUTHOR: Osada Mayuko; Imaoka Susumu (Reprint) ; Sugimoto Toshikado; Hiroi 

Toyoko; Funae Yoshihiko 
AUTHOR ADDRESS: School of Science and Technology, Kwansei Gakuin 

University, 2-1 Gakuen, Sanda, 669-1337, Japan**Japan 
JOURNAL: Journal of Biological Chemistry 277 (26): p23367-23373 June 28, 
2002 2002 
MEDIUM: print 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0011987238 BIOSIS NO. : 199900246898 

Cross-talk between the aryl hydrocarbon receptor and hypoxia inducible 



factor signaling pathways. Demonstration of competition and compensation 
AUTHOR: Chan William K; Yao Guang; Gu Yi-Zhong; Bradfield Christopher A 
(Reprint) 

AUTHOR ADDRESS: McArdle Laboratory for Cancer Research, 1400 University 

Ave., Madison, WI, 53706, USA**USA 
JOURNAL: Journal of Biological Chemistry 274 (17) : pl2115-12123 April 23, 
1999 1999 
MEDIUM: print 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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Differential transcriptional regulation of the two vascular endothelial 
growth factor receptor genes: Flt-1, but not Flk-l/KDR, is up-regulated 

by hypoxia 

AUTHOR: Gerber Hans-Peter; Condorelli Fabrizio; Park Jeanie; Ferrara 

Napoleone ( Reprint ) 
AUTHOR ADDRESS: Dep. Cardiovascular Res., Genentech Inc., 4 60 Point San 

Bruno Blvd., South San Francisco, CA 94080, USA**USA 
JOURNAL: Journal of Biological Chemistry 272 (38): p23659-23667 1997 1997 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0011152097 BIOSIS NO.: 199799786157 

Differential transcriptional regulation of the two vascular endothelial 
growth factor receptor genes: Flt-1, but not Flk-l/KDR, is up-regulated 
by hypoxia 

AUTHOR: Gerber Hans-Peter; Condorelli Fabrizio; Park Jeanie; Ferrara 

Napoleone (Reprint) 
AUTHOR ADDRESS: Dep. Cardiovascular Res., Genentech Inc., 4 60 Point San 

Bruno Blvd., South San Francisco, CA 94080, USA**USA 
JOURNAL: Journal of Biological Chemistry 272 (38) : p23659-23667 1997 1997 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: Vascular endothelial growth factor (VEGF) and its two endothelial 
cell-specific receptor tyrosine kinases, Flk-l/KDR and Flt-1, play a key 

-more- 
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role in physiological and pathological angiogenesis . Hypoxia has been 
shown to be a major mechanism for up-regulation of VEGF and its receptors 



in vivo. When we exposed human umbilical vein endothelial cells to 
hypoxic conditions in vitro, we observed increased levels of Flt-1 
expression. In contrast, Flk-l/KDR mRNA levels were unchanged or slightly 
repressed. These findings suggest a differential ***transcriptional*** 
regulation of the two receptors by ***hypoxia*** . To ***identif y*** 
regulatory elements involved in the hypoxic response, promoter regions' of 
the mouse Flt-1 and Flk-l/KDR genes were isolated and tested in 
conjunction with lucif erase ***reporter*** gene. In transient 
transfection assays, hypoxia led to strong 

transcriptional activation of the Flt-1 promoter, whereas Flk-1/ 
KDR transcription was essentially unchanged. Promoter deletion analysis 
demonstrated a 430-bp region of the Flt-1 promoter to be required for 
transcriptional activation in response to hypoxia. This region includes a 
heptamer sequence matching the hypoxia-inducible factor-1 (HIF) consensus 
binding site previously found in other hypoxia-inducible genes such as 
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the VEGF gene and ***erythropoietin*** gene. We further narrowed down the 
element mediating the hypoxia response to a 40-base pair sequence 
including the putative HIF binding site. We show that this element acts 
like an enhancer, since it activated transcription irrespective of its 
location or orientation in the construct. Furthermore, mutations within 
the putative HIF consensus binding site lead to impaired transcriptional 
activation by hypoxia. These findings indicate that, unlike the KDR/Flk-1 
gene, the Flt-1 receptor gene is directly up-regulated by hypoxia via a 
hypoxia-inducible enhancer element located at positions -976 to -937 of 
the Flt-1 promoter. 
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11591044 Genuine Article*: 672HX Number References: 26 

Title: Cyclosporin A prevents the hypoxic adaptation by activating 

hypoxia-inducible factor-1 alpha Pro-564 hydroxylation 
Author{s): D'Angelo G (REPRINT) ; Duplan E; Vigne P; Frelin C 
Corporate Source: CNRS,Inst Pharmacol Mol & Cellulaire, 660 Route 

Lucioles/F-06560 Valbonne// France/ (REPRINT); CNRS, Inst Pharmacol Mol & 

Cellulaire, F-06560 ValbonneZ/France/ 
Journal: JOURNAL OF BIOLOGICAL CHEMISTRY, 2003, V278, N17 (APR 25), P 

15406-15411 

ISSN: 0021-9258 Publication date: 20030425 

Publisher: AMER SOC BIOCHEMISTRY MOLECULAR BIOLOGY INC, 9650 ROCKVILLE 

PIKE, BETHESDA, MD 20814-3996 USA 
Language: English Document Type: ARTICLE (ABSTRACT AVAILABLE) 
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04508067 H.W. WILSON RECORD NUMBER: BGSA01008067 (USE FORMAT 7 FOR 

FULLTEXT) 

Cellular mechanisms of oxygen sensing. 
Lopez-Barneo, Jose 

Pardal, Ricardo; Ortega-Saenz, Patricia 

Annual Review of Physiology v. 63 (2001) p. 259-87 

SPECIAL FEATURES: bibl il ISSN: 0066-4278 
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COUNTRY OF PUBLICATION: United States 
WORD COUNT: 12311 
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0014742526 BIOSIS NO. : 200400112232 

Genetic amplification of the transcriptional response to 
hypoxia as a novel means of identifying regulators of 
angiogenesis. 

AUTHOR: White Jonathan Richard (Reprint); Harris Robert A; Lee Sheena R; 

Craigon Marie H; Binley Katie; Price Toby; Beard Georgina L; Mundy 

Christopher R; Naylor S 
AUTHOR ADDRESS: Biological Systems Group, Oxford BioMedica (UK) Ltd., 

Oxford, 0X4 4GA, UK**UK 
AUTHOR E-MAIL ADDRESS: j . white(aoxf ordbiomedica . co . uk 
JOURNAL: Genomics 83 (1): pl-8 January 2004 2004 
MEDIUM: print 

ISSN: 0888-7543 _(ISSN print) 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0014322322 BIOSIS NO.: 200300276855 

Cyclosporin a prevents the hypoxic adaptation by activating 

hypoxia-inducible f actor-lalpha Pro-564 hydroxylation . 
AUTHOR: D'Angelo Gisela (Reprint); Duplan Eric; Vigne Paul; Frelin 

Christian 

AUTHOR ADDRESS: Institut de Pharmacologie Moleculaire et Cellulaire du 

CNRS, 660 Route .deS|.Lucioles, Sophia-Antipolis, Valbonne, 06560, France** 

France I ! 

AUTHOR E-MAIL ADDR%:SS^: dangelo@ipmc.cnrs.fr 

JOURNAL: Journal of Biological Chemistry 278 (17): pl5406-15411 April 25, 

2003 2003 

MEDIUM: print 

ISSN: 0021-9258 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 
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0014221750 BIOSIS NO.: 200300180469 

Identification of residues critical for regulation of protein stability and 

the transactivation function of the hypoxia-inducible f actor-lalpha by 

the von Hippel-Lindau tumor suppressor gene product. 
AUTHOR: Pereira Teresa; Zheng Xiaowei; Ruas Jorge L; Tanimoto Keiji; 

Poellinger Lorenz (Reprint) 
AUTHOR ADDRESS: Dept. of Cell and Molecular Biology, Karolinska Institutet, 

S-171 77, Stockholm, Sweden* ^Sweden 
AUTHOR E-MAIL ADDRESS: lorenz . poellinger@cmb . ki , se 

JOURNAL: Journal of Biological Chemistry 278 (9): p6816-6823 February 28, 

2003 2003 

MEDIUM: print 

ISSN: 0021-9258 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 
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0013848007 BIOSIS NO. : 200200441518 

Identification of small molecule inhibitors of hypoxia 
-inducible factor 1 transcriptional activation pathway 

AUTHOR: Rapisarda Annamaria; Uranchimeg Badarch; Scudiero Dominic A; Selby 
Mike; Sausville Edward A; Shoemaker Robert H; Melillo Giovanni (Reprint) 

AUTHOR ADDRESS: DTP-Tumor Hypoxia Laboratory, National Cancer Institute at 
Frederick, Building 432, Room 218, Frederick, MD, 21702, USA**USA 

JOURNAL: Cancer Research 62 (15): p4316-4324 August 1, 2002 2002 

MEDIUM: print 

ISSN: 0008-5472 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 



LANGUAGE: English 
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0013831314 BIOSIS NO.: 200200424825 

NADPH-cytochrome P-450 reductase in the plasma membrane modulates the 

activation of hypoxia-inducible factor 1 
AUTHOR: Osada Mayuko; Imaoka Susumu (Reprint); Sugimoto Toshikado; Hiroi 

Toyoko; Funae Yoshihiko 
AUTHOR ADDRESS: School of Science and Technology, Kwansei Gakuin 

University, 2-1 Gakuen, Sanda, 669-1337, Japan** Japan 
JOURNAL: Journal of Biological Chemistry 277 (26): p23367-23373 June 28, 
2002 2002 
MEDIUM: print 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0013046081 BIOSIS NO.: 200100217920 

Gene therapy targeting for hepatocellular carcinoma: Selective and enhanced 

suicide gene expression regulated by a hypoxia-inducible enhancer linked 

to a human alpha- fetoprotein promoter 
AUTHOR: Ido Akio; Uto Hirofumi; Moriuchi Akihiro; Nagata Kenji; Onaga 

Yukiko; Onaga Masaaki; Hori Takeshi; Hirono Shuichi; Hayashi Katsuhiro; 

Tamaoki Taiki; Tsubouchi Hirohito (Reprint) 
AUTHOR ADDRESS: Department of Internal Medicine II, Miyazaki Medical 

College, 5200 Kihara, Kiyotake, Miyazaki, 889-1692, Japan**Japan 
JOURNAL: Cancer Research 61 (7): p3016-3021 April 1, 2001 2001 
MEDIUM: print 
ISSN: 0008-5472 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0012384518 BIOSIS NO. : 200000102831 

Egr-1 mediates transcriptional activation of IGF-II gene in response to 
hypoxia 

AUTHOR: Bae Soo-Kyung; Bae Myung-Ho; Ahn Mee-Young; Son Myung Jin; Lee You 
Mie; Bae Moon-Kyoung; Lee Ok-Hee; Park Byung Chae; Kim Kyu-Won (Reprint) 

AUTHOR ADDRESS: Department of Molecular Biology, Pusan National University, 
Pusan, 609-735, South Korea**South Korea 

JOURNAL: Cancer Research 59 (23): p5989-5994 Dec. 1, 1999 1999 

MEDIUM: print 

ISSN: 0008-5472 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 



LANGUAGE: English 
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0012323899 BIOSIS NO.: 200000042212 

EPASl trans-activation during hypoxia requires p42/p44 MAPK 
AUTHOR: Conrad P William; Freeman Thomas L; Beitner-Johnson Dana; Millhorn 
David E (Reprint) 

AUTHOR ADDRESS: Dept. of Molecular and Cellular Physiology, College of 

Medicine, University of Cincinnati, Cincinnati, OH, 45267-0576, USA**USA 
JOURNAL: Journal of Biological Chemistry 274 (47): p33709-33713 Nov. 19, 
1999 1999 
MEDIUM: print 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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0011987238 BIOSIS NO. : 199900246898 

Cross-talk between the aryl hydrocarbon receptor and hypoxia inducible 

factor signaling pathways. Demonstration of competition and compensation 
AUTHOR: Chan William K; Yao Guang; Gu Yi-Zhong; Bradfield Christopher A 

(Reprint) 

AUTHOR ADDRESS: McArdle Laboratory for Cancer Research, 1400 University 

Ave., Madison, WI, 53706, USA^^USA 
JOURNAL: Journal of Biological Chemistry 274 (17): pl2115-12123 April 23, 
1999 1999 
MEDIUM: print 
ISSN: 0021-9258 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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Hypoxia induces high-mobility-group protein I (Y) and transcription of the 

cyclooxygenase-2 gene in human vascular endothelium 
AUTHOR: Ji Yan-Shan; Xu Qing; Schmedtje John F Jr (Reprint) 
AUTHOR ADDRESS: Section Cardiol., Wake Forest Univ. Sch. Med., Medical 

Center Blvd., Winston-Salem, NC 27157, USA**USA 
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MEDIUM: print 
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0011635190 BIOSIS NO.: 199800429437 

Hypoxia induces high-mobility-group protein I (Y) and transcription of the 

cyclooxygenase-2 gene in human vascular endothelium 
AUTHOR: Ji Yan-Shan; Xu Qing; Schmedtje John F Jr (Reprint) 
AUTHOR ADDRESS: Section Cardiol., Wake Forest Univ. Sch. Med., Medical 

Center Blvd., Winston-Salem, NC 27157, USA**USA 
JOURNAL: Circulation Research 83 (3): p295-304 Aug., 1998 1998 
MEDIUM: print 
ISSN: 0009-7330 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: Cyclooxygenases catalyze a rate-limiting step in the synthesis of 
vascular endothelial prostaglandins. Expression of the inducible 
cyclooxygenase-2 (COX-2) gene is increased by hypoxia in human vascular 

-more- 
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endothelial cells via the nuclear factor (NF)-kappaB p65 transcription 
factor, which is necessary but not sufficient to fully induce COX-2 
transcription in response to hypoxia. After finding that cytoplasmic 
NF-kappaB p65 and IkappaBalpha (an inhibitory protein that binds 
NF-kappaB p65 precursors) levels are not changed by hypoxia, we 
hypothesized that other factors might play a role in regulating the COX-2 
promoter, like the high-mobility-group (HMG) I (Y) family of proteins, 
which features multiple A-T hooks and is associated with 
NF-kappaB-mediated transactivation. Nuclear protein obtained from human 
umbilical vein endothelial cells (HUVECs) was supplemented with HMG I (Y) 
during electrophoretic mobility shift assays using an NF-kappaB-3' 
element probe. These data suggested that HMG I(Y) proteins interact with 
NF-kappaB p65 to induce COX-2 promoter activity. We also found that 
TATA-box DNA demonstrated increased electrophoretic shifting indicative^ 
of DNA binding after incubation with either hypoxic HUVEC nuclear protein 
or normoxic nuclear protein supplemented with HMG I(Y). Transfection of 
HUVECs with an expression vector containing the COX-2 promoter ligated to 

-more- 
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HMG I(Y) cDNA demonstrated positive feedback on COX-2 promoter activity 
in ***hypoxia*** . We confirmed that COX-2 is ^^^transcriptionally*** 
regulated by ***hypoxia*** using a nuclear runoff ***assay*** 
Hypoxia increased steady-state cellular levels of HMG I (Y) mRNA as 
an early event, corresponding with increases in HMG I (Y) protein. 
Overexpression of HMG I (Y) was associated in a dose-response relationship 
with increasing prevalence of the COX-2 protein in hypoxic HUVECs. 
Furthermore, sense (and antisense) HMG I (Y) overexpression caused 
stimulation (or inhibition) of COX-2 promoter activity as measured by ^ 
lucif erase ***reporter*** gene expression. The physiological significance 
of these findings was demonstrated by cyclooxygenase-dependent release of 
prostaglandin E2 by HUVECs in hypoxia. We concluded that hypoxia 
increases expression of HMG I (Y) proteins while facilitating 



transactivation of the COX-2 promoter. The HMG I{Y) family of proteins 
may therefore function as part of a hypoxia-induced enhanceosome that 
helps to promote 
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Carbon monoxide and nitric oxide suppress the hypoxic induction of vascular 

endothelial growth factor gene via the 5' enhancer 
AUTHOR: Liu Yuxiang; Christou Helen; Morita Toshisuke; Laughner Erik; 

Semenza Gregg L; Kourembanas Stella (Reprint) 
AUTHOR ADDRESS: Children's Hospital, 300 Longwood Ave., Enders 9, Boston, 

MA 02115, USA**USA 

JOURNAL: Journal of Biological Chemistry 273 (24) : pl5257-15262 June 12, 

1998 1998 

MEDIUM: print 
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